To the Editor:
I read with interest the placebo-control study by Walker et al 1 about the effect of fenofibrate on vascular endothelial function in 22 healthy normo-lipidemic older adults. The authors concluded that short-term treatment with fenofibrate improved vascular endothelial function in adults by reducing oxidative stress and by inducing an increase in endothelial nitric oxide synthase. Repeat measurement of flow-mediated dilatation (FMD) has a potential advantage as a biomarker of vascular disease, 2 and I agree with their final conclusion, as long as the statistical analysis is valid.
I have 3 statistical concerns on the study of Walker et al. 1 First, distributions of triglyceride, insulin-related indicators, and C-reactive protein are normal in general after logarithmic transformation. Among several insulin-related biomarkers, they used indices of insulin resistance, named the homeostasis model assessment-insulin resistance. If Walker et al 1 included homeostasis model assessment-insulin resistance, C-reactive protein, and triglyceride as independent variables of multivariable linear regression analysis, logarithmic transformation of these variables is recommended for the analysis. Empirically, non-normally distributed variables in a regression can often lead to the residuals themselves being non-normally distributed. The result of multiple linear regression analysis was not summarized as a table, including β and its significance of each confounding variable, and significant contribution of fenofibrate treatment on the change in brachial artery FMD was simply described.
Second, the authors mentioned that the improvements in brachial artery FMD were independent of changes in blood pressure. Does this mean that there is no significant contribution of blood pressure on the change in brachial artery FMD? To clearly demonstrate the effect of each independent variable on the change in brachial artery FMD, additional information is required. Because there is a multicollinearity between systolic and diastolic blood pressures, I recommend not including both the blood pressures simultaneously as independent variables.
Finally, coefficient of determination (adjusted R 2 ) by independent variables to predict the change in brachial artery FMD was not presented in their study. Furthermore, only 22 individuals are available to be included in the multiple regression analysis. Multiple regression analysis requires ≥10 individuals per variable, and there are some pitfalls of fitting their data to the proposed regression model and creating highly unstable estimates. 3 The result of multivariate analysis is a key outcome in their study, and negative data with lack of significance on blood pressure should have been presented. Nevertheless, many more samples are needed for multiple regression analysis for stable estimates. Such concerns warrant comment from the authors.
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